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DESCRIPTION 

Lamisil® (t^inafine hydrochloride tablets) Tablets contain 
the synthetic aUylamine antiftingal compound terbinafine 
hydf3chloride. " 1.1 
Chemically, terbinafine hydrochloride is iE)-iV^6,&<limethyl- 
2-hepten-4-ynylViV-methyM-naphthaleiiemethanamine hy- 
drochloride; The empirical formula CjiHjfiCIN with" a 
molecular weight of 327.90. and the following structural 
formula: 




Tterbinafine h^rochloride is a white to off-white fine 
crystalUne powder. It is freely soluble in methanol and 
methylene chloride, soluble in ethanoU and sh^tly soluble 
in water. 

Each Ubiet cotiUins: ^, ^ , if 

Active Ingredients: terbinafine hydrochloride (equivalent 
to 250 mg base) ' 
Inactive Ingredients: coDoidal siHcon dioxide, NF; hydra- 
ypropyl metbylceUulose, USP;. magnesium stearate, m 
micrtt^ystallirie cellulose, W; sodium stai^ ^ycolate.NF 
CUNICAL PHARMACOLOGY 

Pharmacokinetics ^ . * - ^^ „ w^u^ 

Following oral administration, terbinafine iswell absorbed 
(>70%) and the bioavailabiUty of Lamisil® (terbinafine 
hydrochloride tablets) Tablete as a result of first-pass 
metabolism is approximately 40%. Peak plasma concentra- 
tions of 1 pg/mL appear within 2 h after a single 250 mg 
dose; the AUC (area under the curve) is apiHOXimatdy 4.56 
ug.WmL; An increase in the AUC of terbinafine of less ^ 
20% is observed when LamisU® is administered with food. 
No clinically relevant age-dependent changes in^steady- 
sUte plasma concentrations , terbinafine have been re- 
ported. In patients with renal impairment (creatinine clear- 
ance ^50 ml/min) or hepatic cirrboas; the clearance of 
teri>inafine is decreased by approximately 50% compared to 
normal volunteers. No effect of gender on the blood levels of 
. terbinafine. was detected in clinical trials. In plasma, 
terbinafineas >99% bound to plasma proteins and there are 
no specific binding sites. At steady-state, in con^anson to a 
single dose, the peak concentration of terbin^e is^25% 
higher and plasma AUCincreases by a factor of 2^; the in- 
crSse in plasma AUC is consistent with an effective half- 
life of '-aSihoura. Tterbinafine is distributed to.the^ sebum 
and skin..A terminal half.life of 20(MO0 h may represent 
the slow elimination of terbinafine from, tissues such as skin 
and adipose. Prior to excretion, terbinafine is e^nsively 
metabolized. No metaboUtes have been identified^that have 
antifungal activity similar to terbinafine. Appronmately 
- 70% of the administered dose is eliminated m .the unne..- 
Microbiology ' . . 

Tfeihinafine hydrochloride^ls a synthetic aliylamine denva-. 
tive 'Iteri)inafine hydrochloride is hypothesized to act by in- 
hibiting squalene epoiidase, thus blocking the^bi^Sj^thesis 
of ergosteioV an essential component of fungal cell pem- 
branes. /7i oifro, mammalian squalene epoxidase ^ o^yj^ 
hihited at hi^er (4000 fold) concentrations than is needed 
for inhibition of the dermatophyte enzyme. Depending^ on 
the concentration of the drug and the fungal spea^ test w 
vitrv, terbinafine hydiochloiide may be fungicidal. Howevei; 
the dinical significance of in tafiro data is unknown,. 
Tterbinafine has been shown to be active against, most 
strains of the following miaoorganisms bt^wj;*^^™^ 
dinical in^ions as .d^aibed^the ZATO/CAriP^^ 
t/SAGE section: .. -r. 

...Trichophytwimeniagrqpkytes 

Trichophyton rubnan . - = . J> . - . - 

•nie following in vitn data are available, but theg chmcal 
significance is unknown. In vitro , terbinafine exhibits satis- 
fectory MIGTe against most stirains of the following micnw- 
ganisms; howCTei; tbe safety, and rftey ofJtcrbinafine m 
treating clinical infections due to tEese niicroarganisms 
have not been established in ad«piate and wdl-contr^ed 
cHnieal triate: - . . ....... 

Candida albicans 



eucacy agams. ..it i.e ,n ..^ j - ,^ j • ~ 

The pathogenic role of the non-dermatophytes cultiired in 
the presence of dermatophytic onychomycosis has not been 
established. The clinical significance of this assoaabon is 

Results of the fingernail study, as assessed at ^eek 24 
(6 weeks of treatinent with 18 weeks follow-up after Mm-- 
pletion of therapy), demonstrated mycological cure m 7»% 
of patients, effective b^atmentin 75% of the patients, and 
.mycdpgical cure plus-clinical cure in 59% of the patients. 
The mean .time to overall suoesb waff approximately 10 
months for the fifrt' toenail study and 4 months for the fin- 
gernail study. In the first toenaU stiidy, for patients evalu- 
ated at least six months after achieving cUnical cure and at 
least one year after completing LamisU® therapy, the clim- 
cal relapse rate wsis.approjdinately 15%. ' 
INDICATIONS AND USAGE 

Lamisil® (terbipafine hydrochloride toblets) Tablets are in- 
dicated for the tieatinent of onychpmyawis of the ^^}9J 
fingernail due to dermatophytes (tinea '^^l^^9f: 
AO£ AND ADMINISTRATION and.CUNICAL STUDIES). 

CONTRAINDICATIONS 

Lamisil® (terbinafine hydrochloride teblete) Tablets are 
contraindicated in individuals with hypersensitivity^ to 
terbinafine or to any other ingredients of the formulation. 

WARNINGS 

Rare cases of symptomatic hepatobiliary dysfunction in^ 
duding cholestotic hepatitis have been rei»rted TVeatment 
with Lamisil® (terbinafine hydrochloride teblete) Tablets 
should be discontinued if hepatobiliary <lys^^,^^|V 
ops (see PRECAUTIONS and ADVERSE REACTIONS). 
There have been isolated reporte of serious skin reactions 
(e g Stevens-Johnson Syndrome and tone epiderma^ 
necrolysis). If progressive skin rash occurs, treatment witii 
Lamisil® should be discontinued. 



Scopularu^tsis breaieauUs ' " V . . 

:CLIN|CAL tf lUDIES* ^.j-^'.-.'^i' 
. *fc"^<|a«::<rfLaxn»^ 
•foblcte ia fibe treatment of anydimnycasis is mustrated by 
the i^sponM ofcpati^te -with^^ojmai^ and/or fingernafl 
infectii^B^pa^cy^^ 

' " Idinicaltia^ , '5 J12<:rT^^^ J 




PRECAUTIONS 

General . 

Changes in the ocular lens and retina have be«i reported 
^ following the- use of Lamisil® (terbmafine hydrochloride 
tablete) Teblete m controUed tiials. The clinical sigmficance 
- of these chaises is unknown. 
Hepatic function (hepatic enzyme) teste are recommended 
in patiente administered Lamisil® (terbinafine 
hydrodiloride tablete) Tablete for more than six weeks or m 
those who develop unexplained persistent nausea, anorexia, 
or fatigue or jaundice, dark urine, or pale stools (see 
WARNINGS), ^. " 

In patiente witii either pre-existing liver disease or renal 
.hnSrment (creatinine clearance ^50 mUmin), the use of 
Lamisil® has not been adequately stiidied, and tiberefore^ 
not recommended (see CLINICAL PHARMACOLOGY, 
Pharmacokinetics). ^ ,Kin\ 

Transient decreases in absolute lymphocyte counte (ALC> 
have been observed in controUed dinical trials. In placebo- 
controUed trials, 8/465 Lami3il®-treated patiente (1.7%) 
and 3A37 placebo-treated patiente (2.2%) had decreases m 
ALC to below KXXl/mm^ on two or more occasions. 'Hie din- 
ical significance of tiiis observation is unknown. However, in 
patiente with known or suspectediimmunodefiaency, phy^- 
oans should consider monitoring complete blood-counte m 
individuals using Lamina® therapy for greater than six 

k^l^ted 'cases of severe neutropenia have been^report^ 
These. were reversible upon discontmuation of MmisU®, 
with or without supportive therapy. If dinical signs and 
symptoms sugge^ve of "aec(¥ftdaiy infection .occur, .a com- 
ieteblood count should be.obtained. If tiie neutiophdcount 
is £i.ppO cella/ipm'. Lamisil® should be discontinued pid 
supportive^management started. 
Drug Interactions - . , 

M i/iiii stiidieaVith human liver microswnea showed toat 
terbinafine does not inhibit the metabolism of tolbutenude, 
ethinylestradiot ethoaqwumaiin, and cydospprme. in vwo 
drug-drug- interadion stiidies conducted in, nqrm^.ypljn- 
teer. subjecte showed that terbinafine does not affect the 
deiiranc^ o^ aitipyi^ae..digaxin. a4d,&^^ 
feiiadine. ferWiiafine decreases thf^^de^ce^of mt^ye- 
noualy adimnistered'Cafi^ ,by 19%. Ifecbumfine.incre^s^ 
Oie clearance ^of cydpsporine by 15%. ^ .... . y^.-: . •:- . 
TWbinafiaeiaearance.is.incfeased;10(Wb.^h7..^ 
C^P450 eixyme induce. and decreased^339f-, by P^^^^ 
a CyP450 ensypne inhi^itor^Tteibinaftae^^qxw^ .W*C) is 
incre^ i6* *by t^exrtidine. Tteitokfoe.^^?aran 
miaffectedby<wlosponne. .-. i 4- 

•htii Vrto mfoiAtiiiia ditailArei a^^ffi^ i^^SjS 

. Mockers, andrcalrium channel blockers. , . . „ -»t 

la a 28-monthcral caidnogenid^ study irfim ^^^^S 
iBcrea8e.in the mddfflice .of Uve^ 
!■ taaIes!ati*beaii0irat^d«te'W^.«9^nig*^ 
■ MaximrfmlHesnmmfii«lediH6maiv^ 

*^ist Availtible Copv 



A wide range of in uiw studies in l 
keys, and m vitro studies using i 
hepatocytes suggest that the diyj ^ 
the high-dose male fate maybe 1 
proliferation, and support the c 
spedfic finding. In uivo investit,.^ 
of the^fifecte of Lamisil® on liver ^ 
lultrastructure; hepatic* cytochroi 
.proliferation assessed morpholO( 
(peroxisomal enzymes) in mice^ ^ 
The effecte of Lamisil® and two U. 
.patic morphology and peroxisoma] ( 
ities were also evaluated in vipo i " 
primary hepatocyte culttnnear;fto«* 
and firom moi^eys. fkQ rMulte of^^, 
indicated that oral.administration cf j| 
day) resulted in peroxisome prolifen ' 
these effecte (hd not occur in inice».<] 
ther, in vitro studies indicated that pu 
occiured in ret hepatocytes, but not ] 
hepatocytes. 

Systemic exposure to Lamisil®, „ 
stete plasma unboimd firaction area t 
'for terbinafine and metabdites. 1 
for. male and female rate, re8pec_._j 
-pLg*h/mL for male and* female mice,'] 
comparable to the hi^ doses in the c 
Ixuhuman subjecte at the MRHD (a.^ 
Lamisil®), the unbound AUG was I 
resulting safety margins for tumai 
systemic exposure (AUC unbound),' L 
17 to 21 and 24 to 28, respectively, "g^ 
The resulte of a variety of in vitro (inp 
Salmonella, DNA repair in rat hepat< 
Chinese hamster fibroblaste. chromk#M 
sister chromatid exchanges in CbinafliJ 
and in vivo (chromosome aberrati 
micronucleus test in mice) genotc 
dence of a mutagenic or dastogenicj 
strated the absence of tumor-initia^ 
activity. n-- 
Oral reproduction studies in rate at 1 
day (approximately 12x- the MRHD I 
reveal any spedfic effecte on fertility I 
parameters. Intravaginal appli'"'^ 
hydrochloride at 150 mg/day in pret . 
crease the inddence of abortions or j 
nor aff"ect fetal parameters. 
Pregnancy 

Pregnancy Category R- Oral I . 
performed in rabbite and rate at c 
(9x to 12X the MRHD, in rabbitej 
■based on BSA) and have revealed m 
fertility or harm to the fetus due tol 
however, no adequate and weM^-* 
nant women. Because animal 
always predictive of human n 
ment of onychomycosis can be*j 
nancy « completed, it is recoinni 
initiated during piegnancy.^^* 
Nursing Mothers 
After • oral administration,' i 
milk of liuising mothers:- 1^ 
plasma- is .7:1. Trcataienfc 1 ^ 
mended in- hursiiig mothers, . 
Pediatric Use 



The safety 4nd efficacy ofU 
lished in. pediatric patifinfs."^ ^ 



Adverse rea0i<P?^ 

The most ficequtaitly re 
the three US/Canadian 
in the table below. Hie; 
gastrointestinal synqApm* 
and abdominal p^, lirer: 
caria. =pniritusi^andtta^i 
adverse events -were 
discontinuation ficomisfiady, 



*3) 



Headache 




0.2 



0.0 



i.i 



1.5 



0-9 



0.0 



lonnalities 2:2 x the upper limit of the 



ts, based on worldwide experience with 
j^e.hydrochloriae tablets) T^ets use, in- 
c jdiosyncratic hepatobiliary dysfunction 
'**c hepatitis and very rarely liver failure) 
i PRECAUnONS). .serious skin reao-. 
_ JNGS), - severe neutropenia (see. 
I; thrombocytopenia and alleiigic reactions 
lis). UncomnKmly, Lamisil® May cause 
duding tasteloss) which usiially recov- 
.. eeks after-discontinuation of the drug. 
^ tions which have been reported include 
I^^Tomiting, arthralgia, myalgia, and hair 

fleets reported spontaneoudy since the 
i include altered prothromhm time {prt>- 
"toa) in patients concomitantly treated 
J Lamisil® (terbinafine hydrochloride 
i agranulocytosisKvery rare). 



(range) 



(range) 



20 mg single 
dose {n=17) 

20 mg b.i.d. 
(n=17) 



(range) 



166 It 106 
(4S.9-517) 



(range) ' 



207 ±65 
(111-288) 



(range) 



0.9+0:4 
(0.5-2.0) 



107±38.r 
(69,5-181) 



..2.5jtl.7„^ 
(0.5-6.6) 




regarding overdose with Lamisil® 
loride tablets) miets is Hmited. Doses 
'ines the therapeutic daily-dose) have 
dudiig serioas adverse reactians. Hie 
B included nansea, vomiting, abdomi- 
; frequent orination; and headache 
ION 

J. hydrochloride tahiets) l^ete, one 
1 be taken <mce daily for.e weeks by 
_iil onychomycosis. Lamisil®, one 250 
._e taken jonoe daily for 12 weeks by paT 
ianychomycosis..The-optimal-clinical.ef- 
^nrnnths afler myeological cure and cessa- 
j^iTtis is related- to the period required for 
IV nail. 



Dose 

All Patients 

Lescol 20 mg " ' 747 

Lescol 40 mg • ^48 

Lescol 80 ing 257 

Baseline TG ^200 mg/dL 

Lescol 20 mg 145 

Lescol 40 mg ' 179 

Lescol 80 mg 76 



-16.6 747 

-18.6 748 

-27,0 257 

-16.4 148. 

-17.8 179 

-26.8 76 



-11.9 . 747 

-13.5 748 

-17:8 257 

-17.^ .. 148 

:19.6 . 179 

-23,2 76 



i^loride tablets)- ^ 

!to yellow.tinged ^te circular, bi-conve±, 
TOtaiiiing 250 mg of teAinafine imprinted 
5 circularformim one side and code "250' 



^15 

J^*C (77T); in a tight container. Protect 



J Canada, Inc. 
iH9S 1A9 

5 Corporation - 
Jtit^y 07936 ' ^ ' 

'T1999-71 
^l^enhfication Guide, page 325 ' 



T information is based on . official 

Sfea). is a>ater soluble cholestaul 
U.act8 throng^ the inhibition of 
"TylH»eii^me A (HldG-CoA) 

ef^<g)H±):7-(3^4-fluoriihen^): 
tol-2rylj^,5.dihydro3cy^heptenoic 
*e sbiictotal formula is: 



.Ha- 



^mt ' Tn«<h jiimlj:Tjnna>tt 



(fluvastatm s(^um) is supplied as capsules containing 
fluvastatin sodium,; equivaleiit to 20 mg or 40 me of 
fluvastatan, for oral administration.: ' 
Active Ingredient: fluvastatin sodium 
/nortii^ Ingredients: gelatin, magnesium stearate. micro- 
crystaUme cellulose, pregelatinized starch, red iron oxide 
sodium lauryl.sulfate, tele; titanium. dioxide, y^Uow iron 
oxide, and other mgredients/; 

May Alsd Include: benzyl alcohol, black - iron oxide^ 
butylparaben, carbbxyinethylceUulose sodium, edetat^ 
calcium disodium, methylparaben, propylparabeii,- siKcon 
oioxide and sodium propionate. 

CLINICAL PHARMACOLOGY 

A variety, of clinical studies have demonstrated that ele- 
vated levels of total^ cholesterol (Ibtal-C), low density 
hpoprotem cholesterol (LDL-C), and apolipoprotein B (a 
mwnbrane transport complex, for LDLCX promote human= 
atheroscleros^ Similarly, decreased levels of HDL^ 
chol^rol (HDl^C) and its transport complex, apohpomo- 
tem A. are associated with the development of atherosd^ 
SIS. J!,pidemiologic mvestigations have established that car- 
diovasadar morbidity and mortaHty vary directly with the 
l^d of .Tbtel-C and LDL^ and invert with ^eZll of 

'?^^yP«,^°lesterolemia, treatment with 
Lescol® (fluvastetm sodium) reduced Tbtal-C. LDL<; and 
apohpoprotein B. Lescol® (fluvastatin sodium) also m^oder^ 
ately redu^d triglycerides (TG) while producing an . in- 
crease mHDL-C of variable magnitude. The agent had no 
consistent eflFect on either Lp(a> or fibrinogen, effect of 
Les«)l® (fluvastatin sodium)-induced changes in HpoprofeS 
levels mcludmg reduction of seruin cholesterol, on-bardio: 
vascular morbidity ormortality has not been determined- 
Mechanism of Action : 

(fluvastatin sodium) \b a competitive inhihitor of 
^l^cfa is responsible for the conver- 
sion of 3-hydroxy-3-methylgiutaryl-coenzyme A(HMG^) 
a precursor of sterols, including cholesterol. . 
mhibifaon of cholesterol biosynthesis reduces the cho- 
l^rol m hepatic cells, which; stimulates the synthesis of 
h tiiereby inii^ases the uptake of LDL 

mhicbon of the plasma cholesterol concentration ' 
Pharmacoklnetics/Metabofism 

Oral-Absorjrtidi^ ^.^ i- ^ : . v . _ : 

Fluvastafui:-i8 abM^ foUowing 
oial adminiBtrifaoii. with.peak cohcenti^tionfl- reached, ii 
1^ ihan 1 hmnp.FoUomngadminis^ mgdos^ 
the ^lute bioavailabiHty is 24% (range 9%:50%)!^Adini5 
istrafaon wi& food redu&s the rate but nrt the -extent of 
a^iTpfaon. At steady-state, administration of. fluvastatin 
witii tiie evening meal results in a two-fold decrease In (^^ 
and m«« .than two-fold increase in t^ as compared toSS 
nWrabon.4aiour8 after the evening meaL No significant 
^rence meitent of absoiptioa or iiv the Upid-1(«^ ef- 
fects were oteeryed between the.twaadministrationslSler 
smgle oj- mutople doses above 20 mg, ^uvastatin .exhibits 
saturable .fi^a4^passimetabolism..resulting^i^ higher-than- 
Mq>ected plasma fluvastatin conceitrati(m8c'nie-inactive 
«wntiomer accounts foRabc^ 60%^^^^ 

FhnraEt£dm^98%;boundt^plasmaim»^ 
nme of dBtrflmbou OfDii^la at^.4 litem. 

parent dn^it^tfirgeted to.the^lbS^i^ 

.N;^alMatto2?^>bete^^ 





N 


%A 


N 


%A- . 


-22.2 
-25.0 
-35.9 


.114 
-.125 
232 


. -19,3 
-18:3 
-28.4 


747 
748 
257 


+3:3 
+4.4 

+5.6.. 


-21.6 
-23.5 
-34.6 


23 
47 
69 


-19.2 
-18.3 
-28.1 


148 
179 
76 


+5.8 
+6.9 
+9.0 



Elimination 

Fluvastatin is primarily (about 90%) eJliminated in the feces 
as^metabohtes. with less than 2% present as unchanged- 

^ Spea'ai Populations \ 
Renal Insuma'oncy: No significant (<6%) renal, excretion 
ot fluvastatm occurs, in humans. ' - 

Hepati^-Insumci0nd)r. Fluvastatin^ is subject to satiirable 
first-pass metaholism/sequesta^tionbythe liver-and is eHm- 
mated primarily via the biliary route. Therefore, the poten- 
tial exists for drug accumulation in patients with hepatic 
msuffiaency. Caution should therefore be exertrised when 
fluvastatm sodium is administered^to patiente with a 
W&GSr faeavy alcohol ingestion (see 

Age: Plasma leveK of fluvastatin are not affected by^ 
Gender, Women tend to have sUghtiy higher (but stafeti- 
cally. msigmficant) fluvastatin concentrations than men 
TTus is most hkely due to body weight differences, as adjust- 
ing for body wei^t decreases the magnitiide of the- difier- 
ences seen. «u«:r. 

Pediatrie: No data are available. Fluvastatin is not indi- 
cated for use m the pediatric. population 
Steady-stete plasma concentiations show no evidence of ac- 
comulation of fluvastatiii foUowing adminisb^tion of up to 
evidenced by a beta-ehmination half-Ufe,of 
less than 3 hours. However, under conditions of maximum 
rate of .absorption (i.e.. fasting) -systemic exposure to 

2oZ^^n' "^T^ ^ compared tTa sin^e 
^0 mg or 40 mg dose. 

Single-d^ and steady-stete pharmacokinetic parameters 
m 33 ^luecte with hypercholesterolemia are sSmSS . 

[See first table above] 
Clinidai Studies ^ ^ 

Hypercholestorolemia (heterozygous familial and non 
familial) and Mbced Dyslipldemia '^ 

sfaidies in patiente with Type Ha 
and m, hyperhpoprotememia, Lescol® (fluvastetin wdium) 
alone was administered ^ 1621 patients in daily dose regi- 
6 ™t f "^fi ^ and 80 mg (40 mg b.i.d) for at l^St 
6 weeks duration. After 24 weeks of treafanent. dailyiioses 

^^7^*^"!^ i ^=^^^^' (N=748) and 36% 
(N=257),respertively Lescol®. (fluvaatetia eodi trea* 
ment produced dose-related reductions in ^ B and in tri- 
glycendes and variable increases in HDLrC. In the sub- 
group of patiente with primary mixed dysUpidemia, defined 
mJ^^ ?200 mg/dL, txeatinent^LeSS 

l^w!^"^ ako.produced dgnificantd^^ in 
^a^. LDL-G^ TG and Apo B and variable increases in 

In A W term open^bd ft^ titration stiidy. after 96 weeks 
^JSS "^"S^oi^ ^20 mg. N=iS8). 31% (40 

(80 ing,.N=:209) were seen; No consistoS 
effect on.Lp(a) waa observed. • . - 

[See second tahio above] -^j- . *. ". - ; 

Althou^ frequently found in aisodation wiW Jow!hd£g 

dm^tirft hcUfT.^KOfpmry h^diaeasft^Ote^iiui-jenSt 
eflfect ofTm^aoW orlow^TO the;^^«^ 

catanai^aiiBsomTitaUOCMit^ 
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